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Abstract

Background: The Basque Colorectal Cancer Screening Programme has both high participation rate and high
compliance rate of colonoscopy after a positive faecal occult blood test (FIT). Although, colorectal cancer (CRC)
screening with biannual (FIT) has shown to reduce CRC mortality, the ultimate effectiveness of the screening
programmes depends on the accuracy of FIT and post-FIT colonoscopy, and thus, harms related to false results
might not be underestimated. Current CRC screening programmes use a single faecal haemoglobin concentration
(f-Hb) cut-off for colonoscopy referral for both sexes and all ages. We aimed to determine optimum f-Hb cut-offs by
sex and age without compromising neoplasia detection and interval cancer proportion.

Methods: Prospective cohort study using a single-sample faecal immunochemical test (FIT) on 444,582 invited
average-risk subjects aged 50-69 years. A result was considered positive at >20 ug Hb/g faeces. Outcome measures
were analysed by sex and age for a wide range of f-Hb cut-offs.

Results: We analysed 17,387 positive participants in the programme who underwent colonoscopy. Participation
rate was 66.5%. Men had a positivity rate for f-Hb of 8.3% and women 4.8% (p < 0.0001). The detection rate for
advanced neoplasia (cancer plus advanced adenoma) was 44.0%o for men and 15.9%o for women (p < 0.0001). The
number of colonoscopies required decreased in both sexes and all age groups through increasing the f-Hb cut-off.
However, the loss in CRC detection increased by up to 28.1% in men and 22.9% in women. CRC missed were
generally at early stages (Stage I-Il: from 70.2% in men to 66.3% in women).

Conclusions: This study provides detailed outcomes in men and women of different ages at a range of f-Hb
cut-offs. We found differences in positivity rates, neoplasia detection rate, number needed to screen, and interval
cancers in men and women and in younger and older groups. However, there are factors other than sex and age
to consider when consideration is given to setting the f-Hb cut-off.
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Background

Colorectal cancer (CRC) screening using tests for the
presence of blood in faeces, commonly known as faecal
occult blood tests (FOBT), has been shown to be an ef-
fective intervention for reducing CRC-related mortality
in controlled studies conducted both in Europe [1-3]
and in the USA [4]. The mortality reduction varied be-
tween 14 and 18%, with colonoscopy being used as the
second stage investigation in those with a positive faecal
test result. Thus, screening reduces the burden of CRC,
which is the most common cancer in industrialized
countries and has a high mortality rate of approximately
25.4 expected deaths per 100,000 in the overall popula-
tion. The standardized incidence-based mortality ratio is
0.47 (95% confidence interval [CI]: 0.26—0.80) with colo-
noscopic polypectomy, suggesting a 53% reduction in
mortality [5, 6].

FOBT has been widely implemented for CRC screening
and, in 2003, the European Union (EU) published an offi-
cial recommendation for its members to carry out FOBT
screening for the average-risk population aged between 50
and 74 years [7]. In this regard, faecal testing has im-
proved markedly since the aforementioned studies were
carried out, with the original guaiac test (gFOBT) being
superseded by faecal immunochemical tests for haemoglo-
bin (FIT), which are potentially much better at detecting
advanced adenomas (AA) and CRC and are also much
better accepted by potential participants because of ease
of use and the lack of a need for special dietary require-
ments [8, 9]. The EU guidelines recommend use of FIT in
population-based programmes [10, 11] and, indeed, an
impact on cancer incidence has been found in recent
studies [12, 13], although further investigation is needed
to assess the longer-term impact. A recent meta-analysis
shows an average sensitivity of 79% and a specificity of
94% of FIT for CRC in asymptomatic subjects [14].

Current main concerns are centered on quality-
assurance practices and the possible negative consequences
of such programmes. Quality assurance throughout the
screening process is based on criteria and indicators rec-
ommended by the European guidelines [10], whereas the
negative effects concern the main side effects of CRC pro-
grammes, in particular, colonoscopy-related complications
and false-negative and false-positive results. In the case of
false positive results, three studies found differences be-
tween the sexes [15, 16] and noted that this situation was
unsatisfactory, especially for women [17].

Some models have been designed to include faecal
haemoglobin concentration (f-Hb) as a predictor for
colorectal neoplasia and have suggested that adjustments
must be made to take into account sex, family history or
morbidities when implementing programmes [18], In
this regard, the Scottish Bowel Screening Programme
evaluation using FIT showed important differences in
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the results for men and women, with a greater participa-
tion with FIT than with gFOBT, a higher positivity rate
in men than women in all groups, and a higher detection
rate in men for AN and CRC. In contrast, the number of
false-positive results was lower in men (49.1% versus
58.9% in women) for colonoscopies performed [19]. A
similar pattern was reported by the Basque Country for
lesions detected in the period 2009-2011 [20].

Adjusted incidence rates for CRC in the Basque Country
have increased significantly, by 2.3% per year in men (from
60.3 per 100,000 in 2000 to 87.6 in 2011) and by 6.5% per
year in women (from 56.6 in 2007 to 71.8 in 2011). The
age-standardized incidence rates for 2007 (prior to imple-
mentation of the Basque Country Colorectal Cancer
Screening Programme) showed a high men-to-women
ratio for different locations [21].

A recent review [22] concluded that the influence of
sex on the comparative performance of tests for detect-
ing advanced colorectal neoplasia (AN) has not been in-
vestigated with sufficient power in any of the diagnostic
cohort studies conducted to date. In a prospective cross-
sectional study, van Turenhout et al. [23] concluded that
FIT has a higher sensitivity and lower specificity for CRC in
men and that different f-Hb cut-offs should be used in
screening programmes. These data are consistent with
those published by Fraser et al. [24], who concluded that f-
Hb distributions vary by sex and age, this supporting the
view that setting and using a single f-Hb cut-off in any
CRC screening programme is far from ideal. Alvarez-Urturi
et al. [25] have recently conclude in the ColonPrev random-
ized controlled trial study that FIT cut-offs could be individ-
ualized by sex and age to improve the performance of FIT
in CRC screening programmes. On the other hand
Kapidzic et al. [26], in a prospective cohort of invited
people from the Dutch population-based screening
programme, do not recommend different f-Hb cut-offs in
men and women based on the consideration that positive
predictive values for the sexes should be the same. Estab-
lishing different f-Hb cut-offs between men and women
and between age groups could influence the effectiveness of
screening. Looking ahead to achieve consistent detection
rates among regions, the cut-offs could differ. However any
increase in the f-Hb cut-off selected to define positivity,
while increasing sensitivity for AN, can increase the rate of
false positives [27].

Colonoscopy demand increases with the use of FIT
when used with the widely applied low f-Hb cut-offs since
the expected number of positive test results is more than
three times higher than that with gFOBT, posing an eco-
nomic challenge for many regions as regards the imple-
mentation of population-based screening programmes,
since additional investment and resources are needed to
implement them, at least in the early screening rounds. As
such, an exercise to estimate the clinical outcomes
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including the number needed to screen (NNS) to detect
one case, and the f-Hb cut-offs to be used are a difficult
dilemma for epidemiologists and decision-makers. Using
quantitative FIT, the f-Hb cut-off (s) to be used becomes a
crucial decision since the positivity rate determines the
number of colonoscopies required. In this regard,
some f-Hb cut-offs have been suggested and simulated
outcomes created to answer these questions [28—30].

The main question, however, is how to determine the
best f-Hb cut-off (s) for a specific target population in
order to detect the true positive results without increas-
ing the number of interval cancers (ICs), a serious con-
sideration in any screening programme [31, 32]. In this
study, we aimed to answer these questions on the basis
of a high participation rate population-based screening
programme and determine whether strategies using f-Hb
cut-offs stratified by sex and age group may be useful.

Methods

Study population and interventions

The Basque Country CRC Screening Programme is
population-based and started in 2009 as a pilot and was
extended in 2010 after evaluation and optimisation of
the processes involved. The main strategy was based on:
A) a Coordinating Office, including clinical epidemiolo-
gists and statisticians, to plan, organize and manage the
programme; B) all residents from 50 to 69 years were in-
vited, taking into account the Health Centers and refer-
ral Hospitals, in order to adjust the positivity expected
and colonoscopy capacity; C) prior to the invitation, the
Coordinating Office selected the target population and
linked the database to the Basque Population Cancer
and Medical Procedures Registries to exclude people
with a previously diagnosed CRC, terminal illness and
colonoscopy reported in the last 5 years; D) training and
involvement of Basque Health Service Primary Care
staff; E) individualized posted invitations providing infor-
mation about the programme. After 4—6 weeks from the
initial invitation, the kit was sent along with instructions
and an individualized bar code. This code allows the
sample and person to be identified when processing the
result. Samples were collected at Primary Health Centers
of the Basque Public Health Service and processed in
centralized public laboratories under strict total quality
management systems; F) automatically the software sys-
tem introduces the result in the “ad hoc” CRC database
and primary care physicians review all results of their
patients (reader has to bear in mind that electronic clin-
ical records are implemented in community care in the
Basque Country). Letters were posted with the results: a)
if negative, the invitation will be repeated in 2 years’
time if the person is younger than 70 years, or b) if
positive, participants are recommended to visit their
General Practitioner, who will indicate the need for a
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colonoscopy and c) in case of error, another kit and in-
structions were sent; G) colonoscopies are performed in
referral public hospitals under sedation by expert special-
ists; H) all cases are followed-up with close coordination
between Primary Care and Specialized Units; J) every case
is coded by the Coordinating Office staff following
standard EU guidelines and Spanish Network con-
sensus recommendations [10, 33]. This study was ap-
proved by the Basque Country’s Ethics Committee
(Reference: PI12014059). All participants provide writ-
ten informed consent.

Detection of ICs: prior to a subsequent invitation, all
negative cases from a previous round are linked to the
register of hospital discharges with ICD-9 1530-1548,
in primary and secondary diagnosis, ICDO-10 C18-C21
of hospital registers and population-based Cancer registries
as well as codes of Pathology. In all coinciding cases, the
qualified staff from the Programme’s Coordinating
Centre checked the clinical history, including the
cases as ICs which complied with the criteria of
having a negative FIT result in the previous invitation
(0-24 mo or more in case of a delay in the invitation
to the screening programme). To ensure against any
possible losses, this process was repeated on an
annual basis.

Definitions

The FIT used from early 2009 and in early 2010 (during
the pilot study) were OC-Sensor Micro (Eiken Chemical
Co, Tokyo, Japan) and FOB-Gold (Sentinel CH. SpA,
Milan, Italy), in both with a f-Hb cut-off of 20 pug Hb/g
faeces. After comparison of the results obtained with
both devices [34], OC-Sensor was selected and has been
used since. OC-Sensor is a quantitative FIT, with chem-
istry based on human haemoglobin antibody mediated
latex agglutination. Bar coded specimen collection de-
vices were analysed for f-Hb. In the current analysis, the
data are only related to this FIT. The result was consid-
ered positive when f-Hb was >20 ug Hb/g faeces.

The histology of all lesions detected was evaluated by
expert pathologists specializing in gastrointestinal
oncology according to the quality standards of the
European guidelines [10]. The maximum reach of the
endoscope, adequacy of bowel preparation, as well as
the characteristics and location of any polyps were
recorded. Adenomas >10 mm, adenoma with a villous
component (i.e., tubulovillous or villous adenoma) or
adenomas with severe/high-grade dysplasia were classi-
fied as AA [10].

AN was defined as CRC plus AA. Tumour staging was
established according to the TNM classification system
in agreement with the AJCC Cancer Staging Manual
[35]. Finally, participants were classified and then
assigned according to the most advanced lesion found.
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Statistical analysis
CRC screening performance measures were assessed follow-
ing the European guidelines [10]. Variables were calculated
and described as percentages with 95% confidence intervals.
The number needed to screen (NNS) was calculated as
the number of completed screening tests required to
find one AN. All test characteristics were calculated sep-
arately for f-Hb cut-offs of 20, 25, 30, 35, 40, 50 and
60 pg Hb/g faeces, respectively.
Differences in the test characteristics between men
and women and different age ranges were assessed using
the chi-squared and/or Fisher’s tests. Since the data on
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f-Hb did not follow a normal distribution, the Mann-
Whitney U test was used to compare continuous vari-
ables between the groups. The normality of the distribu-
tion of continuous variables was assessed using a normal
Q-Q plot. A p-value of less than 0.05 was considered to
be statistically significant using a two-sided test.

A logistic regression was performed to analyze the
risk of loss in the detection of AN by sex and age
stratified group.

The statistical analysis was conducted using SPSS ver-
sion 23.0 (IBM Corp. Released 2013. IBM SPSS Statistics
for Windows, Version 23.0. Armonk, NY: IBM Corp.).

Exclusion criteria
Personal history of colorectal cancer (CRC) = 13,980

Target population
N = 583,000

Family history of hereditary or familial CRC = 19,040
Severe co-existing illness = 557 Pl

Previous total colectomy =224

Previous colonoscopy/sigmoidoscopy within the past
5years =59,960

Surveillance in gastroenterology department =

29,857

Eligible population
N = 459,382

Exclusion criteria

. Change of address = 14,744 «
. Health provider relocation = 56

N

Invited population
N = 444,582

|

Screened/tested
N = 296,378

y

Positive test result
N = 18,273

No colonoscopy performed

. Denial of colonoscopy = 882 <
. Not indicated for medical

reasons =4

Follow-up colonoscopy

N=17,387

No diagnosis assessment or colonoscopy

N

Incomplete colonoscopy = 36

Insufficient bowel cleaning = 47

Complete colonoscopy and
histological evaluation
N = 17,304

v

CRC Advanced adenoma
N =1,032 N=7,216
CRC stage | CRC stage Il CRC stage Il CRC stage IV CRC stage unknown
N =501 N =184 N =236 N =64 N=47

Fig. 1 Study flow diagram
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Results

Between 2009 and 2012, 444,582 subjects were invited
to the Basque Country CRC Screening Programme. The
flow diagram is summarized in Fig. 1. The study popula-
tion comprised 17,387 participants with a positive test
result who underwent complete colonoscopy.

The overall participation was high (66.5%; 95% CI:
66.4—66.7), as was the colonoscopy compliance (95.1%;
95% CI: 94.8-95.5). The characteristics of the partici-
pants in the study population are summarized by sex
and age group in Tables 1 and 2, respectively.

The proportion of false negative results was 7.6% (95%
CI: 6.5-8.8). We identified 136 interval cancers (IC) and,
in Table 3, the difference in characteristics of IC and
screen-detected cancers (SD-C) are summarized divided
into two groups, those cancers detected in participants
attending for the first time (prevalent screening cancers)
and those attending in subsequent rounds (incidence

screening cancers).

Table 1 Characteristics of participants studied

Men Women
Participation; % 63.7 69.3
Colonoscopy compliance; % 95.0 942
Total number of participants® 10,982 7291
Colorectal cancer (CRC) 693 339
Age (years); mean (SD) 614 (5.1) 60.2 (5.6)
ug Hb/g faeces; median (IQR) 2190 (74.2-6945))  175.3 (63.8-440.8)
Location Location (proximal 18.2/70.1/11.7 21.8/64.2/140
side/distal side/rectum)®; %
Stage (-HI/1I1-V/missing); % 68.0/27.6/44 63.7/30.8/5.5
Size (cm); mean (SD) 2.7 (15) 28 (1.6)
Advanced adenomas (AA)" 5188 2028
Age (years); mean (SD) 60.1 (54) 59.8 (5.6)
ug Hb/g faeces; median (IQR)  79.2 (35.2-229.6) 716 (33.2-188.6)
Location Location (proximal 20.1/674/12.5 20.1/63.7/16.2
side/distal side/rectum)®; %
Number polyps; median (IQR) 3.0 (2.0-5.0) 2.0 (1.0-4.0)
Higher size polyps (mm); 120 (9.0) 12.0 (8.0)
median (IQR)
Size of AA >9 mm; % 65.1 65.1
Size of AA >19 mm; % 136 128
AA with villous component; % 36.2 363
AA with severe/high-grade 8.6 8.7

dysplasia; %

SD Standard deviation, IQR Interquartile range

Positives

PRight side includes regions up to and including the splenic flexure; left side
includes descending colon and up to rectum

“Advanced adenomas: adenomas >10 mm, adenoma with a villous component
(i.e., tubulovillous or villous adenoma) or adenomas with

severe/high-grade dysplasia
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Programme performance indicators and test
characteristics

The positive predictive values (PPV) for AN, both for the
study group and in each sex and age stratified groups of
participants, are shown in Tables 4 and 5. Significant dif-
ferences were observed at a f-Hb cut-off of 20 ug Hb/g
faeces, and this patternwas maintained throughout the dif-
ferent f-Hb cut-offs analysed by sex. The PPV was signifi-
cantly higher in men at all f-Hb cut-offs. There were also
significant differences between age-specific groups in men
and women, with the PPV being higher in the older popu-
lation for both sexes.

The positivity rate for the range of f-Hb cut-offs
assessed was also higher in men and the difference with
women was also significant, with the positivity decreas-
ing with increasing f-Hb cut-off. The positivity was
lower for all age groups in both sexes as the f-Hb cut-off
increased, being higher in older men and women, and
with significant differences by sex (Tables 4 and 5).

The CRC detection rate (CDR) was higher in men than
in women and in older subjects, with significant differences
for all f-Hb cut-offs (Tables 4 and 5). In men, the CDR de-
creased from 5.2%o0 (95% CI: 4.8-5.6) to 4.1%o (95% CI:
3.8-4.4) and in women from 2.2%o (95% CI: 2.0-2.4) to
1.7%0 (95% CI: 1.5-1.9). The advanced neoplasia detection
rate (ANDR) was also higher in men at a f-Hb cut-off of
20 pg Hb/g faeces (44.0%o [95% CI: 42.9-45.1]), with a sig-
nificant difference with respect to women, for whom the
ANDR was lower (15.9%0 [95% CI: 15.2-16.5]). This sig-
nificant difference was also maintained at different f-Hb
cut-offs. The ANDR was higher in older groups in both
sexes, with significant differences by sex for all f-Hb cut-
offs (Tables 4 and 5). In any case, the ANDR in men over
60 years remained higher than that of women.

Colonoscopy savings and the risk of losses in the
detection of advanced colorectal Neoplasia

A lower NNS to detect one AN (59; 95% CI: 56—63) was
seen in men at a f-Hb cut-off 20 pg Hb/g faeces com-
pared to 92 (95% CI: 83-100) for women. On increasing
the f-Hb cut-off, NNS increased to 230 for women at a
f-Hb cut-off of 60 pug Hb/g faeces. The differences be-
tween men and women were significant at f-Hb cut-offs
of 20 and 25 pg Hb/g faeces but not at higher cut-offs
(30 and 35 pg Hb/g faeces), as shown in Fig. 2a.

A logistic regression analysis was performed to deter-
mine the risk of loss in the detection of AN by increas-
ing the f-Hb cut-off (Fig. 2b). The risk is higher in men
than in women and this risk increases significantly upon
increasing the f-Hb cut-off from 1.49 (95% CI: 1.30-1.71)
to 1.69 (95% CI: 1.56—1.83).

The colonoscopy saved by increasing the f-Hb cut-off
in the case of women increases to 55.5% (N = 4273). As
such, the savings made in terms of colonoscopies are
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Table 3 Characteristics of interval cancers and screen-detected colorectal cancer
Total Interval cancers® Screen-detected p-value
First round Second round
136 (83.3%; 1st round/ 889 143 -
16.2%; 2nd round)

Sex

Men; n (%) 89 (654) 594 (66.8) 99 (69.2) 0.79

Women; n (%) 47 (34.6) 295 (33.2) 44 (30.8)
Age (years)

50-54; n (%) 26 (19.1) 137 (154) 19 (13.3) 0.06

55-59; n (%) 32 (235) 195 (21.9) 42 (294)

60-64; n (%) 45 (33.1) 260 (29.2) 43 (30.1)

65-69; n (%) 33 (243) 297 (334) 39 (273)
ug Hb/g faeces; median (IQR) 29 (04-116)° 201.8 (74.4-589.8) 6383 (56.8-617.2)° -
Location (proximal side/distal side/rectum)<; % 343/336/ 321 18.1/670/ 149 216/663 /121 <0.001
Stage (IHI/1I-IV); % 448 /552 66.7 / 284 65.7 / 246 <0.001
Size (cm); median (IQR) 8 (6.0-12.0) 2.5 (1.5-4.0) 25 (1.5-35) <0.001
Time to diagnosis

Within 1 year; n (%) 64 (47.1) -

1-2 years; n (%) 72 (52.9)

“Interval cancers after a negative test result in the previous round

PMedian ug Hb/g faeces at time of negative screening test result. **Median p Hb/g faeces at time of positive screening test result
“Proximal side includes regions from cecum up to and including the transverse colon; distal side includes splenic flexure, descending colon and sigmoid colon

offset by the loss in detection of CRC and AA (Fig. 3).
The loss of AA in women can be as high as 43.3%
(N = 962), and 22.9% for CRC (N = 81). Around 19.1%
of the colonoscopies saved upon increasing the f-Hb
cut-off to 25 pug Hb/g faeces will have an AN, and this
percentage rises to 24.4% on increasing the f-Hb cut-off
to 60 ug Hb/g faeces It can also be seen that the CRC
missed were diagnosed mostly at an early stage (Stage I-
II: from 70.2% in men to 66.3% in women).

Colonoscopy savings increased in all age groups on in-
creasing the f-Hb cut-off in both sexes. However, as can
be seen from Fig. 4, there is no substantial difference in
this saving by age group (from 48.6 to 51.9% in men and
54.3 to 57.0% in women). However, an analysis of the de-
crease in CRDR and ANDR showed a considerable dif-
ference between age groups in both sexes. Thus, in men,
the AADR decreased by 24.1 and 10.9%o, in the oldest
group and in the youngest groups respectively, whereas
in women it decreased by 9.0%o in the oldest group and
by 4.9%o in the youngest. A similar pattern was observed
in CDR and, depending on the age group analysed, the
diagnoses of early-stage CRC not detected could be as
high as 86.4% in men and 80.0% in women.

Discussion
We have compared CRC screening with FIT at different
f-Hb cut-offs in a large population aged between 50 and

69 years. To our knowledge, there have been few
previous studies of sex and age related differences in
population-based FIT screening programs.

In our study, a total of 444,582 persons were invited to
participate in the Basque Country CRC Screening
Programme. This large number of participants facilitated
the performance of a reliable and robust statistical ana-
lysis to determine whether a simple, single f-Hb cut-off
should be used for different populations without increas-
ing the interval cancer rate, thus allowing the provision
of insight for others running similar programmes.

CRC screening programmers in a number of countries
have encountered higher than expected positivity [36],
thus leading to overwhelming demand for scarce colon-
oscopy resources and a need to increase the f-Hb cut-off
to lower the number of referrals. In consequence, data
on the performance of FIT in men and women are of
key importance due to the current widespread and
growing use of FIT in population-based CRC screening
programmes.

We observed a higher PPV for AN and higher detec-
tion rates for CRC and AN than other programmes,
these results could be due to the high rate of compliance
to colonoscopy assessment, that allowed a minimal loss
of neoplasm detection As reported in recently published
studies [26, 37], higher positivity was found in men at
the full range of f-Hb cut-offs. This pattern is also
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consistent when comparing older men and women
against younger ones, with these variables being higher
in older groups. A decision on whether to adjust the age
at which screening begins also requires taking into con-
sideration whether the recommended age for men
should be younger or the recommended age for women
older. In this regard, Sung et al. [38], in the Asia Pacific
consensus recommendations for CRC screening, sug-
gested that women may start screening at later ages due
to the relatively low incidence of CRC at 50-55 years.
Similarly, Brenner suggested that the optimal age for
screening initiation should be five years younger for men
than for women. Despite this, European guidelines rec-
ommend that screening programs for CRC should start

at age 50 years for both men and women of average risk
[10]. However, the question of using different f-Hb cut-
offs for men and women and/or younger and older par-
ticipants remains unsolved. Differences in the epidemio-
logical pattern of CRC among sexes have been identified
during the last years [39]. Hence, it is a matter of discus-
sion if the screening must be implemented on the basis
of same sex, age and f-Hb cut-off.

Recent studies [22, 27] have concluded that FIT has a
higher sensitivity and a lower specificity for CRC in men
than in women and therefore that equal test characteris-
tics can be achieved by allowing different f-Hb cut-offs
for the sexes. However, Kapidzic et al. [26], observed
that there were no significant differences between men
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Fig. 3 Relation between saving colonoscopies (SC) and lesion loss upon increasing the faecal haemoglobin concentration cut-off by sex. Dotted
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represents lesion detection rate and the right Y axis the percentage of colonoscopies saved. Saving Colonoscopies: the percentage of colonoscopies
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and women in PPV at a f-Hb cut-off of 10 pg Hb/g fae-
ces, thus meaning that the chance that a colonoscopy is
unnecessary after a positive test result is the same. It
was suggested that, if the same differences were to per-
sist between men and women in a larger sample, the dif-
ferences in PPV would become significant, and this is
exactly what we have observed in our study, in which
the differences between men and women have remained
statistically significant. However, can we therefore argue
that it would be better to increase the f-Hb cut-off for
women? According to the results of Kapidzic et al. [26],
the PPV could be improved using a higher f-Hb cut-off in
women; however, this would be at the expense of increas-
ing the NNS as this increases at higher f-Hb cut-offs.

It may take approximately 10 years from the appear-
ance of the first lesion with abnormal histopathology to
develop a possible malignant lesion. In 2007, Brenner et
al. [39] showed that the risk of transition from AA to
CRC was similar for men and women, but increased
with age. Some studies [40, 41] have reported signifi-
cantly higher detection rates for AN and CRC with col-
onoscopy for men than for women in all age groups,
thus suggesting that male sex constitutes an independent
risk factor for colorectal neoplasia. Such studies recom-
mended sex-specific ages for screening. These differ-
ences are similar to those observed in our study.

Colonoscopy resource can be key to defining the strat-
egies and characteristics adopted in screening programmes.
Indeed, the additional number of colonoscopies that need
to be performed may become an important factor when
deciding whether to establish any such programme. We
observed that the saving in colonoscopies increased con-
sistently in both sexes and in all age groups as the f-Hb cut-
off was increased. It might seem appropriate to increase the
f-Hb cut-off since this would a lower the number of

colonoscopies required. However, when increasing the f-Hb
cut-off, the risk of lowering the ANDR increases signifi-
cantly in both sexes and in all age groups. The proportion
of IC could be higher in men than in women and in older
groups. Thus, an increase in the f-Hb cut-off could increase
the loss from 7.9 to 28.1% in men and from 5.1 to 22.9%
CRC in women. This loss in the detection of CRC is con-
sistent over all age groups. Moreover, taking into account
that most of those with CRC would be diagnosed in their
early stages, this would go against the principles of prevent-
ive screening programmes. These results are consistent
with those published recently by Digby et al. [42], who con-
cluded that CRC screening programmes would benefit from
using low f-Hb cut-off to gain lower IC proportions as well
as higher sensitivity and detection of earlier stage disease,
but at the cost of increased demand for colonoscopy.

Recent studies suggested the potential benefits of
using a risk prediction model including f-Hb in CRC
screening [18, 29, 31, 43] to improve the effectiveness of
screening strategies. Future studies performed should
therefore be designed to evaluate the benefits of imple-
menting models according to the different risks of differ-
ent groups according to sex and age. Some studies have
suggested that other factors could be used to determine
the optimal cut-off values for men and women, and that
the combination of these data with microsimulation
models could improve the implementation of screening
programmes [28, 44].

One of the main strengths of the current study was
the large number of participants evaluated, all of whom
were recruited in an organized, population-based
screening programme, coordinated and systematically
evaluated at a single centre. The lack of studies pub-
lished to date with real data from such a FIT-based
programme and with a participation rate of more than
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65% (the level recommended in the European guidelines
[10]) is also worth noting.

However, several limitations have to be acknowledged.
The study included assessment of the effects of sex and
age but no other possible confounding factors, such as
socio-economic status which has been shown to affect
f-Hb [36, 45], though they could be retrospectively
explored on the basis of a case/control nested ana-
lysis. Furthermore, Brenner [38] suggested that appro-
priate differentiation of age at initiation of CRC
screening by sex might be equally or more relevant
from a public health point of view than the widely
used differentiation by family history.

Conclusions

In conclusion, this population-based study provides rele-
vant information on the performance of a realistic FIT-
based colorectal screening programme in men and
women at different f-Hb cut-offs. Men have higher PPV,
CDR and ANDR, which results in a lower NNS when
compared to women, and this pattern is consistent when
comparing younger and older groups. However, given
the assessed loss in detection of AN and CRC, most of
them in their early stages, it may be that the f-Hb cut-
off that is going to be implemented should not be
change only by sex or age, at least initially, in accordance
with the recommendations of the European guidelines,
in order not to increase the ratio of interval cancers,
which is another important variable to examine.
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